Interleukin-10 (IL-10) signaling has been suggested to play a role in systemic sclerosis (SSc).
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Foster City, CA).
ELISA
Serum levels of IL-10 in the patients with dcSSc were measured by ELISA using Human IL-10 ELISA Set (BD Biosciences Pharmingen, San Diego, CA) following the manufacturer's instructions.
Statistical analysis
Association analyses were conducted by  2 test for 2×2 and 2×3 contingency tables. When one or more of the variables in the contingency tables was 5 or less, Fisher's exact test was employed.
D' values were calculated using Haploview software (http://www.broad.mit.edu/mpg/haploview/download.php).
Association of rs2834167 genotype and serum IL-10 levels in 44 patients with dcSSc was analyzed by simple regression analysis. Genotypes G/G, G/A and A/A were encoded as 0, 1 and 2, respectively.
Results

Association of IL10RB E47K with dcSSc
We initially focused on IL10RB rs2834167 coding for a nonsynonymous substitution E47K, because this SNP was associated with other conditions [18, 19] and considered likely to be functional. As shown in Table 1 [18] .
Discussion
In the present study, we showed that rs2834167 coding for IL10RB E47K was associated with susceptibility to dcSSc. IL10RB gene has never been studied for the association of SSc.
Our by IL10RB 47K resulted in higher LPS-induced TNF- release [18] . Similar mechanism is likely to play a role in IL-10 production. The lower mRNA expression of IL10RB 47K may be due to the strong LD with the promoter SNP rs999788 C that lacks NF-B binding site.
These possibilities are not mutually exclusive.
IL10RB E47K could also be associated with SSc by mechanisms other than IL-10 signaling.
IL-10R2 is a shared component of receptors for IL-10, IL-22, IL-26 and IFN- (IL-28, IL-29) [17] . In relation to the pathogenesis of dcSSc, it is remarkable that IL-20R1 that forms IL-26 receptor complexes with IL-10R2 is strongly expressed in skin and lung [28] . IL-22R1 is also expressed in the lung [29] . Furthermore, IFN- signaling induces similar repertoire of genes induced by IFN-/ [30] , which have been shown to be upregulated in the peripheral blood expression profile of patients with SSc [31] . Thus, IL10RB polymorphism may potentially be involved in the pathogenesis of SSc by multiple pathways.
In conclusion, this study suggested that IL10RB E47K contributes to the susceptibility to Other comparisons did not reveal statistical significance. Patients with dcSSc and controls were classified into groups a-d according to the presence of the risk genotypes of rs2834167 and rs999788. Numbers and proportions (in parentheses) of each group among the patients and controls are shown. Odds ratio, 95%
confidence interval and P value of each group were calculated against group d. Haplotype frequencies were inferred using Haploview v4.0. 100,000 permutations were performed for association test.
SNP1: rs4986956 (IFNAR2 F8S), SNP2: rs7279064 (IFNAR2 V10F), SNP3: rs999788, SNP4: rs2834167 (IL10RB E47K) Table 3 
